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ABSTRACT

Objective: To determine the prevalence of hypertension in hospitalized patients with asthma who were treated with beta-2 agonists. To evaluate
the correlation between the duration of the use ofbeta-2 agonist with the incidence of hypertension.

Methods: This research is a descriptive epidemiological, observational cross-sectional and retrospective study design. The study population was all
adult asthma patients (age 2 25) without a concomitant diseases such as hypertension or metabolic syndrome treated with B2 agonists as a
bronchodilator and underwent hospitalized in January 2015-December 2015 (n=108). Patient data were collected from the medical record. Data
were analyzed using univariate and bivariate to count the number of occurrences of hypertension and recognizing the correlation between the

duration of the use of B2 agonists with hypertension event.

Results: The incidence of hypertension in patients with asthma who were treated with beta-2 agonists are 50, 93% at the stage of pre-hypertension
(120 mm Hg/80 mm Hg) and 25, 9% in stage | hypertension (140 mmHg/90 mmHg). Body weight and duration of therapy with a B2 agonist
positively correlated with the incidence of hypertension with a correlation coefficient (r) 0.231 and 0.386 respectively.

Conclusion: In this study, duration of therapy with a B2 agonist in asthma patients positively correlated with the incidence of hypertension.
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Asthma is a chronic inflammatory disorder of the airways. Asthma is a
very common disease that involves complex interactions between
environmental factors, airway obstruction, bronchial hyper
responsive, and inflammation. The main picture dominant cause
clinical symptoms is smooth muscle contraction and inflammation that
cause shortness of breath, coughing, wheezing or chest tightness.
Asthma can be triggered by various factors such as allergic responses,
respiratory infections, excessive physical exercise, irritation of the
respiratory tract and the use of anti-inflammatory drugs that can
cause airway obstruction, and bronchoconstriction [1].

Mast cells, eosinophils and T-lymphocytes are important mediator in
causing asthma. In sensitive individuals, inflammation causes
recurrent episodes of wheezing, breathlessness, chest tightness and
coughing, particularly at night or early morning. Symptoms of
respiratory tract obstruction may be reversible spontaneously or
with treatment [2].

The prevalence of asthma in each country is different and is associated
with changes in lifestyle. The increase in the prevalence of asthma in
the last 40 y is closely related to the increased incidence of allergies
[3]. Several studies in Asia indicate that the increase in the prevalence
of asthma by age. The prevalence in the Asian population is 5% lower
than in Europe, while in Asia the prevalence of asthma in the elderly is
1.3-153%. Temporal trends in prevalence exhibited the recent
increase of adult asthma in Hongkong, Japan, and Korea [4]. Asthma in
adults often resulted in worsening of lung function and limited air
flow. Early diagnosis can reduce the rate of decline in lung function
immediately. It is estimated that the incidence of asthma in the
population was 4.6 cases per 1,000 person-years in women and 3.6 in
men, and there is a tendency of higher incidence with age [5].

Management of asthma is not only intended to relieve symptoms of
shortness of breath but also normalizes pulmonary function and
minimize the symptoms of asthma, minimizing the occurrence of
attacks, reduce the use of a bronchodilator and minimize drug side
effects. The goals for successful management of asthma are attained

and keep control of asthma symptoms, preserve in normal activity
levels, including exercise, maintain pulmonary function as close to
normal as possible prevent asthma exacerbations, avoid adverse
effects from asthma medications and prevent asthma mortality [6].

Asthma can be controlled and maintained by proper medication. Several
ways can be used to control asthma, such as to avoid trigger factors and
environmental factors causing asthma, help the patients to be able to
manage and overcome asthma themselves [7]. The efforts to control
asthma attacks carried out using non-pharmacological and
pharmacological therapy. There are two types of drugs commonly used
that quick-reliefand long-term control. These medications include
acting  beta agonists (SABAs), anticholinergics, and sy
corticosteroids, which speed recovery from acute exacerbations
term control medications include inhaled corticosteroids, lo
beta-agonists (LABAs), long-acting anticholinergic, combination inhaled
corticosteroids and long-acting beta agonists, methylxanthines, and
leukotriene receptor antagonists |8].

Beta-2 agonists relieve bronchospasm by relaxing the smooth cles
of the bronchi. These agents act as bronchodilators and are used to
treat bronchospasm in acute asthma episodes and to prevent
bronchospasm associated with exercise-induced asthma or nocturnal
asthma [9]. B-2 agonist is strong bronchodilator, and effective in the
treatment of asthma due to beta-2 agonists play a role in dilating the
smooth muscle of the bronchus. Stimulation (-2 adrenergic receptor
activates adenylate cyclase, resulting in increased intracellular AMP
cyclic and relaxation of smooth muscle [10].

The use of bronchodilators ofthe -2 agonist class can cause adverse
effects on the cardiovascular, elevated blood pressure, tremor,
palpitations, tachycardia, and headache, especially in the elderly and
patients with the preexisting cardiac disease. A study conducted by
Macie et al, 2008 showed that there is a relationship between the
uses of -2 agonist with cardiovascular morbidity [11].

The presence of -2 receptors on the heart may explain why the
class of drugs (-2 can cause side effects on the heart and
cardiovascular. A study conducted by Lemaitre et al, 2002 showed




that asthma patients who were treated with B-2 agonists in the form
of metered dose or nebulized lead to cardiac arrest. The risk of
myocardial infarction 7-fold greater in patients with a history of
cardiovascular disease [12]. Meta-analysis s of the use of B2
agonist in patients with constriction of the aﬁ‘;s showed that the
use of a single -2 agonist may increase the heart rate by 9.12 bpm
and low plasma potassium concentration of 0.36 mmol/l. Mild
tachycardia occurs when patients first exposed to (2 agonist.
Tachycardia can lead to decreased venous return flow, activates the
sympathetic nervous system, improve the cardiotonic and inotropic
effect. 32 agonist also stimulates B-2 receptors in the heart, which
increases heart rate and blood pressure directly [11, 12].

Persahabatan Hospital is a referral hospital where the lung and
respiratory diseases including asthma patients. This study was
conducted to assess the incidence of hypertension in asthma
patients who were treated with B2 agonists at Persahabatan
hospital. In this study, we determined the relationship of incidence
hypertension and using B2 agonist.

MATERIALS AND METHODS
Methods

This research is a descriptive epidemiological, observational cross-
sectional and retrospective study design. The study population was all
adult asthma patients (age = 25) without a concomitant disease such as
hypertension or metabolic syndrome treated with B2 agonist as a
bronchodilator and underwent hospitalized in January 2015-December
2015 (n=108). This study was conducted after approval of the
Institutional Ethics Committee with approval number 560/ETIK/2016.
Patient data were collected from the medical record. The data include
patient general data, such as gender, body weight and age; history of
previous disease, the patient complained during hospitalized, diagnosis,
laboratory examinations and vital sign, and drugs received by patients.
Data were analyzed using univariate and bivariate to count the number
of occurrences of hypertension and recognizing the correlation between
the duration of the use of 2 agonists with hypertension event.

RESULTS
Asthma patient’s profile who were hospitalized
a. Number of patients

Patients who were hospitalized from January 2015 through December
2015 were 380 and the number of patients aged = 25 y as many as 292
people. Patients who met the inclusion criteria were 108 people.

b. Patient's age

Patient’s classification by age can be seen in fig. 1. From fig. 1 it
appears that distribution of age the patients were 25->81 y, with the
largest distribution in the age of 51-60 y.
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Fig. 1: Patients classification by age
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c. Patients classification by sex

From the data, it appears that a number of female patients as much
as 77 (71.29%) were higher than male patients as many as 31
people (28.70%).

d. Patients classification by body weight

The patients’ weight were distributed between 41 kg-60 kg with the
highest number was 87 (80.55%). Classification of the patient's
weight can be seen in fig. 2.
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Fig. 2: Patients classification by body weight

e. Laboratory data

From the observation of laboratory data, 5 patients showed
enhanced the value of leukocytes above normal, and 103 patients
showed normal laboratory values.

f. Duration of therapy

The duration of treated patients is presented in fig. 3. The duration of
therapy adjusted to the condition and the level of patients' recovery.
From table 4 it shows that the number of patients were treated for 1-5
das many 44 (40.74%), 6-10 d as many 42 (38.88%), 11-20 d as many
21 d (19.44%), and 21-30 d numbered 1 person (0.90%).
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Fig. 3: Patients classification by duration of therapy

g. Classification of hypertension

The observation of blood pressure in asthma patients who were
treated with beta-2 agonists can be seen in table 1.

Table 1: Patients classification by hypertension category

Hypertension catego BP /DBP) Number of patients (n) Percent (%)
Normal (<120 mmHg/ mHg) 25 23.50
hypertension (120 mm Hg/80 mm Hg) 55 50,93
I hypertension (140 mmHg/90 mmHg) 28 25,90
Stage |l hypertension (>160 mm Hg/= 100 mm Hg) 0
Total 108 100
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h. Type drugs used
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Type drugs used adjusted to the patient’s condition. The types of drugs used can be seen in table 2

Table 2: Type drugs used

Bronchodilators Beta Z agonist Corticosteroids Antibiotics Other drugs
(Methyl xanthin)
Aminophylin Ventolin inhaler (Salbutamol)  Methyl Prednisolone Azitromicyn Ranitidin
Theophylin Bricasma (Terbutalin sulfate)  Medixon Levofloxacin Black cough medicine
Salmoterol Obucort (Budesonide) Cefixime Cetrizin
Formoterol Cetriaxon Mefenemic acid
Combivent inhaler Ambroxol
Omeprazol

DISCUS:

Asthma as a chronic inflammatory nmdcr of the airways that is
accompanied by the role of various cells, in particular, mast cells,
eosinophils, and T lymphocytes. In susceptible people, this
inflammation causes recurrent episodes of wheezing, breathlessness,
chest distress taste, and coughing, particularly at night or early day [7].
Asthma is caused by many factors, where the onset of age plays an
important role. Although much of the literature states that the
majority of asthma in children, but the incidence of asthma that occur
during adulthood different to the incidence of asthma that began in
childhood. Asthma_in adults is often nonatopic and patients have a
poor prognosis IHse of decline in lung function rapidly and limited
of breathing [5]. Genetic predisposition, family history of allergy and
asthma, viral respiratory infections, bacte colonization, allergic
sensitization and tobacco exposure are the main risk factors
associated with childhood-onset asthma [13].

The national prevalence rate of asthma by basic medical research
shows that people with asthma are more common in the age of 61-80
y [14], while based on the results of data from Persahabatan Hospital
patients 51-60 y old is the most who suffer from asthma. This is due to
differences in study populations; physical activity increased sensitivity
or allergy and a decline in lung function, Allergy is one of the factors
that play a role in asthma and asthma severity. According to reports
from the UK, in children aged 16 y with a history of asthma or
wheezing, wheezing attacks will happen twice as much if they have
experienced hay fever, allergic rhinitis or eczema [15]. Statistical test
results indicate the absence of correlation relationship between
patient’s age and the incidence of hypertension in this study, although
a study conducted by Humayaun et al, 2009 showed that
hypertension is strongly related to age and gender [16] The increase
in age, atherosclerotic and calcification will change arterial and
arteriolar stiffness that cause elevated blood pressure [17].

From table 1 it can be seen that women asthma patients were higher
(77/71.29%) than men (31,/28.70%). Statistical test results showed
that no correlation between gender and the incidence of hypertension
even though in theory, gender is one of the risk factors of hypertension
and more men suffer from hypertension than women due to the
influence of lifestyle and hormonal factors. A study conducted by
Jaakkola et al, 2003 also showed that people with asthma more
women (76.6%) than men (2349%) [18]. Dyspnea and asthma
symptoms correlated with gender because women have a higher risk
for experiencing anxiety or depression throughout their lives [19], The
concentration of leptin in women is higher than men. The serum
concentration of leptin in females was positively related to estrogen
and stimulation of the ob-gene will release leptin and increases serum
leptin [20]. Leptin is a neurocendocrine hormone that plays in
managing food intake, metabolism, and fat accumulation. Leptin also
influences blood pressure and redound to hypertension by way of
sympathetic activation in the vasculature or at the renal level [21].

Hormonal factors affect respiratory health and disease along with a
woman's life. Menstrual cycle phase affects bronchial hyper-
responsiveness, respiratory symptoms and asthma. Estrogen
receptors are discovered on both vascular endothelial and smooth
muscle cells and important in the pathogenesis of asthma and allergy
when exposed to the hormone. Estrogen and progesterone receptors

also are found on mast cells in the airways. [B-estradiol and
progesterone degranulated mast cells significantly as characteristic of
an allergic reaction. Hormone replacement therapy in postmenopausal
women seems to be related to the incidence of asthma [22, 23], A
Study by Troisi et al. proved that postmenopausal women who were
never users of replacement hormones had a significantly lower age-
adjusted risk of asthma than premenopausal women [24].

Body weight is one of the risk factors in asthma. Obesity is marked by
low levels of systemic inflammation with elevared levels of

inflammatory cytokines, adi es, and acute phase proteins,
including Leptin, Interleukin-6 (IL-6 or necrosis factor- (TNF ),
and C-reactive protein (CRP) [25]. O leads higher oxygen cost of

breathing caused dyspnea due to decreased compliance of excess
weight pressing on the chest wall, fatty infiltrates from the chest wall,
and increased blood volume [26]. Expression some of pro-
inflammatory molecules such as TNF , IL-6, transforming growth
factor 31 (TGF $1), and CRP in adipose tissue of obese people looked
overlaps with the immune function of adipocytes and macrophages of
T lymphocytes, particularly with regard to the elaboration of
inflammatory cytokines [27]. CRP has an important role in immune
defence mechanisms that will interacting with the complement system
[28]. From fig. 2 is seen that a patient's weight ranged from 20 kg-100
kg, but the weight 41 kg-60 kg much more ie 87 people (80.55%), this
was due to of differences in activity, diet, and work. Statistical test
results showed that there is a positive correlation between body
weight with hypertension (r=0. 231).

Duration of therapy in asthma patients adjusted on health
conditions and the degree of patients’ recovery. From fig. 3 is seen
that the duration of therapy that is 1-5 d (40.74%), 6-10 d (38, 8%),
11-20 d (19, 4%) and 21-30 d. Data shows that the duration of
therapy in patients with asthma is not more than one month.
Statistical test results showed that the correlation between duration
of therapy with hypertension.

Asthma patients are treated based on the severity of their disease.
To overcome shortness of breath, patients treated with 2 agonists
such as salbutamol, terbutaline or formoterol either inhalation or
tablets with a dosage as inhalation 3 times to 6 times daily and
administered 2 agonist orally starting at 1 daily, up to 3 times daily
or according to the conditions of patients and severity of the disease.
Long-acting B2 agonist is a drug of choice in the trgatment of asthma
to increase control symptoms. Inhaled 2-a ceptor (B2-AR)
agonist is an important bronchodilator drug in the treatment of
bronchial asthma, both as a symptom relievers and, in combination
with inhaled corticosteroids, as disease control [29]. Beta 2 agonist
is preventing bronchoconstriction induced by yarious stimuli
excitatory airway mediators, Asthma is a disease tl ccurs due to
inflammation of the airways so that asthma therapy involves the use
of anti-inflammatory ggents and bronchodilators. When used in
inhalation and inhal@l into the lungs, p2-adrenoceptor agonist
bronchodilators give rapid and effective reversal of acute airway
obstruction d bronch triction, with minimal acute
adverse effects in patients [30]. 2 agonist receptors besides being
able to relax smooth muscle airways also play a role in providing
protection against allergen-induced asthmatic reactions. In asthma,
airway smooth muscle cells play a role in the release of
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inflammatory mediators such as prostanoid and chemokines that
can immortalize and amplify the inflammatory process in the
airways. Short and long-acting B2 agonist can reduce the expression
of the surface intercellular adhesion molecule-1 and release of
granulocyte-macrophage colony stimulating factors induced by
interleukin-1f} in airways smooth muscle [31]. A study conducted by
Macie et al, 2008 shows that there is a relationship between the
uses of B2 agonist with cardiovascular morbidity [11]. The most
common side effects caused by the use of B2 adrenoceptor agonist-
mediated through 2 adrenoceptor, which is a tremor in skeletal
muscle, cardiac effects, metabolic changes including hyperglycemia,
hypokalemia and decreased partial pressure of arterial oxygen
(Pa0;z). This effect occurs both in healthy nteers and asthma
patients [30]. Lemaitre et al. showed tha use of inhaled p2
agonists increases heart attack risk 2-fold (odds ratio main [OR] =
1.9; 95% confidence interval [CI]: 1.1-3.3) among patients with
asthma, but not among those with COPD (OR) =1,3;95% CI: 0.6 to
2.7), after adjusting for risk factors [12].

Giving (32 agonists can cause hypertension because these drugs in
addition to influencing B2 receptors also affect B1 receptors in the
heart, which results in positive inotropic effects and positive
chronotopic with the final result of the increase in blood pressure
[32]. From table 5 it is seen that besides getting 2 agonist as
bronchodilators, patients also get other drugs such as
Aminophylline, Theophylline and cough medicine (ambroxol,
Mucopect). Some patients also get medicine to treat stomach
ulcers such as antacids, omeprazole and inpepsa syrup and
patients with laboratory test results show an increase in leukocyte
administered antibiotics orally or injections such as cefiriaxone
and azithromycin. From the laboratory data showed 5 patients
experienced an increase in leukocyte above normal. While on the
other laboratory parameters such as neutrophils, lymphocytes,
monocytes, eosinophils, basophils, sodium, potassium, chloride,
urea and creatinine in the normal value.

CONCLUSION

The incidence of hypertension in patients with asthma who were
treated with beta-2 agonists are 50, 93% at the stage of pre-
hypertension (120 mm Hg/80 mm Hg) and 25, 9% in stage 1
hypertension (140 mmHg/90 mmHg). Body weight and duration of
therapy with a 32 agonist positively correlated with the incidence of
hypertension with a correlation coefficient () 0.231 and 0.386
respectively.
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